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=> file medline, biosis, uspat, scisearch 
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FILE 'MEDLINE 1 ENTEREDTiT 16:17:57 ON 02 JUL 2000 

FILE "BIOSIS" ENTERED AT 16:17:57 ON 02 JUL 2000 
COPYRIGHT (C) 2000 BIOSIS (R) 

FILE ' US PAT FULL 1 ENTERED AT 16:17:57 ON 02 JUL 2000 

CA INDEXING COPYRIGHT (C) 2000 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'SCISEARCH' ENTERED AT 16:17:57 ON 02 JUL 2000 

COPYRIGHT (C) 2000 Institute for Scientific Information (ISI) (R) 

=> s autoimmune disease adj method 

LI 0 AUTOIMMUNE DISEASE ADJ METHOD 

-> s autoimmune disease 

L2 24420 AUTOIMMUNE DISEASE 

=> s 12 and method 

L3 3743 L2 AND METHOD 

=> s 13 and immunosuppressive drug 

M 64 L3 AND IMMUNOSUPPRESSIVE DRUG 

=> s 14 and rapamycin 

L5 25 L4 AND RAPAMYCIN 

=> d 15 ti abs ibib tot 

L5 ANSWER 1 OF 25 US PAT FULL 

TI Flavone analogues useful as anti-rejection agents 

AB Flavone analogues of formula ##STR1## wherein; X is O or S; 

R.sub.l is C.sub.l -C.sub.6 alkyl or C.sub.2 -C.sub.6 alkenyl; 

R.sub.2 is H, C.sub.l -C.sub.6 alkyl or R.sub.2 O is a sugar residue; 

R.sub.3 is H, C.sub.l -C.sub.6 alkyl or R.sub.3 O is a sugar residue; 

R.sub.4 is H, OH, or a sugar residue; 

R.sub.5 is H, C.sub.l -C.sub.6 alkyl, or R.sub.5 O is a sugar residue; 
m is an integer of 1 or 2; and 
n is an integer from 0 to 5, 

are useful as anti-rejection agents in organ transplants. 
ACCESSION NUMBER: 2000:70813 US PAT FULL 

TITLE: Flavone analogues useful as anti-rejection agents 

INVENTOR(S): Chen, Huifang, 271 Inglewood Ave . , Point-Claire, 

Quebec, Canada H9R 223 

Li, Feng, 506 Boul . St-Jean, Apt. 200, Pointe-Claire, 
Quebec, Canada H9R 3J6 

Liu, Luwei, 30 Eaton Ave., Kirkland, Quebec, Canada 
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PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



H6H 2S1 

NUMBER 



DATE 



US 6071883 20000606 

US 1998-123313 19980728 (9) 

Utility 

Peselev, Elli 

Renault, Swabey Ogilvy; Murphy, Kevin P. 

20 

1 

1 Drawing Figure (s); 1 Drawing Page{s) 
362 



L5 ANSWER 2 OF 25 US PAT FULL 

TI Immunomodulators and methods for the prevention and reversal of organ 

transplant rejection using same 

AB Compounds and methods are described for the differential inhibition of 

tyrosine phosphorylation of phospholipase C-. gamma. 1 for the prevention 
or reversal of transplant rejection as well as therapy for autoimmune 
diseases. Methods for the treating or preventing tissue or organ 
transplant rejection and methods for treating an autoimmune 
disease comprising the administration of monoclonal antibodies 

that specifically bind to the CD45RB epitope of the CD45RB isoform are 
disclosed. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2000: 18045 US PAT FULL 

Immunomodulators and methods for the prevention and 
reversal of organ transplant rejection using same 
Lazarovits, Andrew I., London, Canada 
Poppema, Sibrand, Edmonton, Canada 

Research Corporation Technologies, Inc., Tucson, AZ, 
United States (U.S. corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO.: 

DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



US 6024957 20000215 
US 1995-423843 19950418 (8) 

Continuation-in-part of Ser. No. US 1993-71009, filed 
on 2 Jun 1993, now abandoned 
Utility 
Feisee, Lila 
Johnson, Nancy A. 

Schwegman, Lundberg, Woessner & Kluth, P. A. 
24 

1, 18 

13 Drawing Figure (s); 5 Drawing Page(s) 
1198 
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AB 



cell 



ANSWER 3 OF 25 US PAT FULL 

Use of hyaluronic acid as an immunosuppressant 

A pharmaceutical formulation of hyaluronic acid is administered to a 
patient suffering from undesirable T cellactivity . The hyaluronic acid 
inhibits T cell activity at doses that are well-tolerated by the 
recipient. Conditions suitable for treatment include graft vs. host 
disease, graft rejection and certain autoimmune diseases having a T 

component . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 2000:4803 US PAT FULL 

TITLE: Use of hyaluronic acid as an immunosuppressant 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



PATENT INFORMATION: 
APPLICATION INFO.: 



Lussow, 



Alexander R., Menlo Park, 
elow, Roland, Palo Alto, CA, 
ngStat Medical Corporation, F: 
States (U.S. corporation) 



CA, United States 
ifced States 
mt e CA, United 



NUMBER 



DATE 



US 6013641 

US 1996-721835 

NUMBER 



20000111 
19960927 

DATE 



(8) 



US 1995-4468 
Utility 
Wortman, Donna 
Brumback, Brenda G 
Trecartin, Richard 
Herbert LLP 
11 
1 

4 Drawing Figure (s); 2 
593 



19950928 (60) 



F-; Lorenz, Todd A.Albritton & 



Drawing Page(s) 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L5 ANSWER 4 OF 25 US PAT FULL 

TI immunosuppressive compounds and methods 

AB Compounds and methods for use in immunosuppressive and 

anti-inf lavatory inhibiting male fertility, are described The 

cSJSS. aie triptolide analogs with improved water solubility and low 
toxicity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 
INVENTOR (S) 



PATENT ASSIGNEE (S) 
(U.S. 



PATENT INFORMATION: 
APPLICATION INFO.: 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



1999: 121418 US PAT FULL 
Immunosuppressive compounds and methods 
Qi, You Mao, Los Altos, CA, United States 
Musser, John H., San Carlos, CA, United States 
Fidler, John M. , Oakland, CA, United States 
Pharmagenesis, Inc., Palo Alto, CA, United States 



corporation) 



NUMBER 



DATE 



US 5962516 
WO 9731921 
US 1999-142128 
WO 1997-US3202 



(9) 

PCT 371 date 
PCT 102(e) date 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



19991005 
19970904 
19990125 
19970228 
19990125 
19990125 

Utility 

Reamer, James H. 
Gorthey, LeeAnn; 
11 
1 4 

9 Drawing Figure (s); 8 Drawing Page(s) 
1309 



Powers, Vincent M. 
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cells 

nhtained from a cell line 

A method of treating a disease is provided that results from a 



AB 
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deficiency of a biciogical factor which comprises administering to a 
mammal Sertoli c^s and cells that produce the biological factor. A 

method of treatino»abetes mellitus is carried outM 

transplanting pan^eatic islet of Langerhans cellWn conjunction with 
Sertoli cells to create an immunologically privileged site. A 

method of creating an immunologically privileged site and 

providing cell stimulatory factors in a mammal for transplants is also 
carried out. A method of co-localizing islet cells with 
Sertoli cells and the use of the co-localized product for treating 
diabetes mellitus is further provided. Further described is a 

method of creating systemic tolerance to foreign antigens. A 

method of enhancing the viability, maturation, proliferation of 

functional capacity of cells in tissue culture is also provided. In 
addition, a pharmaceutical composition comprising Sertoli cells and 
cells that produce a biological factor is provided. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



1999 : 116976 US PAT FULL 

Treatment methods for disease using co-localized cells 
and Sertoli cells obtained from a cell line 
Selawry, Helena P., Rileyville, VA, United States 
Research Corporation Technologies, Inc., Tucson, AZ, 
United States (U.S. corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



5725854 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5958404 19990928 
US 1996-660258 19960607 (8) 

Continuation-in-part of Ser. No. rrt „„„ ftC u - u 

on 7 Jun 1995, now patented, Pat. No. US 5849285 which 

is a continuation-in-part of Ser. No. US 1995-421641, 

filed on 13 Apr 1995, now patented, Pat. No. 



US 1995-485340, filed 



US 



which is a continuation-in-part of Ser. No. US 
1994-211695, filed on 13 Apr 1994, now abandoned 
Utility 
Naff, David M. 
Ware, Deborah K. 
Scully, Scott Murphy 
50 
1 

14 Drawing Figure (s ); 
2027 



& Presser 



12 Drawing Page(s) 



L5 ANSWER 6 OF 25 US PAT FULL . . . 

TI Methods and compounds for prevention of graft rejection 
AB Disclosed is a method of localized immunosuppression which may 

be used for preventing graft rejection or for preventing tissue 
destruction due to autoimmune disease. Also ^ lrtT , oH 
disclosed is a protein suppressor factor that is secreted by cloned 
anergic T-cells, blocks interleukin 2 (IL-2) stimulated T-cell 
proliferation, has an apparent molecular weight of between 10 and 30 
kilodaltons, can be inactivated by heating to 65. degree. C. for 15 
minute Socks interleukin 4 (IL-4) stimulated T-cell proliferation in 
v^ro is non-cytotoxic to T-cells, and does not inhibit the production 
of IL-2 by T-cells in vitro. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 1999:116975 USPATFULL 

ACCESSION NUMrJtK Methods and compounds for prevention of graft 

SvSSJms): Strom, Terry, Broojcline, MP, ^ited States 

Libermann, Towia, Newton, MA, United States 

PATENT ASSIGNEE (S): Beth Israel Hospital Association, Boston, MA, United 

States (U.S. corporation) 



Page 5 



NUMBER 



DATE 



PATENT INFORMATION: 
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RELATED APPLN. INFO. 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 5958403 19990928 
US 1994-273402 19940711 (8) 

Continuation-in-part of Ser. No. US 199.3-24569, filed 
on 1 Mar 1993, now abandoned which is a 
continuation-in-part of Ser. No. US 1992-843731, filed 
on 28 Feb 1992, now abandoned 
Utility 

Stanton, Brian R. 
Hauda, Karen M. 
Fish & Richardson P.C. 
1 
1 

30 Drawing Figure (s) 
2143 



16 Drawing Page (s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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ANSWER 7 OF 2 5 US PAT FULL 

Autoimmune disease treatment with Sertoli cells and 
in vitro co-culture of mammal cells with Sertoli cells 
The present invention describes a method of treating a disease 
that results from a deficiency of a biological factor which comprises 
administering to a mammal Sertoli cells and cells that produce the 
biological factor. In particular, the present invention describes a 
method of treating diabetes mellitus by transplanting pancreatic 

islet of Langerhans cells in conjunction with Sertoli cells to create 

immunologically privileged site. A method of creating an 
immunologically privileged site and providing cell stimulatory factors 
in a mammal for transplants is further described by the present 
invention. The present invention further describes a method of 
creating systemic tolerance to foreign antigens. A method of 
enhancing the viability, maturation, proliferation of functional 
capacity of cells in tissue culture is further provided. A 
pharmaceutical composition comprising Sertoli cells and cells that 
produce a biological factor is also provided. In addition treatment 
an autoimmune disease via the transplantation of 

Sertoli cells alone into a transplant site other than the testes is 
disclosed. The dosage amount of Sertoli cells administered ranges from 
10. sup. 5 to 10. sup. 10 cells. Also an in vitro method of 
accelerating the maturation and increasing the proliferation and 
functional capacity of proliferating mammalian cells via the 
co-culturing of the mammalian cells with Sertoli cells is disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT 



of 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 



1998: 156909 US PAT FULL 
Autoimmune disease treatment with 

Sertoli cells and in vitro co-culture of mammal cells 
with Sertoli cells 

Selawry, Helena P., Memphis, TN, United States 
Research Corporation Technologies, Inc., Tucson, AZ, 
United States (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 

which 



NUMBER 



DATE 



US 5849285 19981215 

US 1995-485340 19950607 (8) 

Continuation-in-part of Ser. No. US 1995-421641, filed 
on 13 Apr 1995, now patented, Pat. No. US 5725854 

is a continuation-in-part of Ser. No. US 1994-211695,' 
filed on 13 Apr 1994, now abandoned 



Page 6 



Utility 

•Naff, David M. 
Ware, Deborah K. 
Scully, Scott, Murphy & Presser 
7 
1 

14 Drawing Figure (s); 12 Drawing Page(s) 
1599 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L5 ANSWER 8 OF 25 US PAT FULL 

TI Immunotherapy composition and method 

AB A composition for use in immunosuppression therapy is disclosed. The 

composition includes an immunosuppressant drug, such as cyclosporin A, 
and an ethanol extract of the root xylem of Tripterygium wilfordii. The 
extract is effective alone, or in combination with such an 
immunosuppressant, in the treatment of transplantation rejection. Also 
disclosed is a method of immunosuppression that includes 
administering to a subject a pharmaceutically effective amount of an 
immunosuppressant drug and an extract of the type above, in an amount 
effective to potentiate the action of the drug. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

ACCESSION NUMBER: 1998:150472 US PAT FULL 

TITLE: Immunotherapy composition and method 

INVENTOR(S): Wiedmann, Tien-Wen Tao, Redwood City, CA, United 

States 

Wang, Jian, Palo Alto, CA, United States 
Pliam, Nathan B., Palo Alto, CA, United States 
Wuh, Hank C. K. , Los Altos, CA, United States 

PATENT ASSIGNEE(S): Pharmagenesis, Inc., Palo Alto, CA, United States 

(U.S. 

corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. : 

DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



3) 

No. 



US 5843452 19981201 
US 1994-252953 19940602 { 
Continuation-in-part of Ser. 
on 9 Nov 1992, now abandoned 
Utility 

Rollins, John W. 
Dehlinger, Peter J 
7 
1 

11 Drawing Figure(s); 11 Drawing Page(s) 
1152 



US 1992-973634, filed 



Powers, Vincent M. 



L5 ANSWER 9 OF 25 US PAT FULL 

TI Method for suppressing xenograft rejection 

AB An improved method for suppressing xenograft rejection in a 

host subject is disclosed. The method includes administering 
an immunosuppressant drug, where the drug or the amount of drug 
administered is, by itself, ineffective to suppress xenograft 

rejection. 

Effective xenograft suppression is achieved by also administering an 
ethanolic extract of Triterygium wilfordii or a purified triptolide 
component thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 1998:61170 US PAT FULL 

TITLE: Method for suppressing xenograft rejection 

INVENTOR(S): Wiedmann, Tien Wen Tao, Redwood City, CA, United 

States 
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PATENT ASSIGNEE (S) : 
(U.S. 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



continuation-in-part 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAI 



Wang, Jian, Palo Alto, CA, United States 
Pharmagenesis, Inc., Palo Alto, ^CA, United States 



Corporation) 



NUMBER 



DATE 



US 5759550 19980602 
US 1995-484782 19950607 (8) 
: continuation-in-part of Ser. No. US 1994-307948, filed 
on 15 Sep 1994, now abandoned which is a 
continuation-in-part of Ser. No. US 1994-222853, filed 
on 5 Apr 1994, now abandoned which is a 
continuation-in-part of Ser. No. US 1993-58321, filed 
on 6 May 1993, now abandoned And a 

of Ser. No. US 1994-252953, filed on 2 Jun 1994, now 

abandoned 

Utility 

Rollins, John W. 
: Powers, Vincent M. ; Gorthey, LeeAnn 
10 
1 

25 Drawing Figure (s) ; 18 Drawing Page(s) 
1249 

LABLE FOR THIS PATENT. 



L5 ANSWER 10 OF 25 US PAT FULL 

TI Aromatic compounds for inhibiting immune response 

AB Novel compounds ##STR1## wherein R.sup.l to R. sup. 13 are independently 

selected from Csub.2 -C.sub.4 linear and branched alkyls, H, NH.sub.2, 
CH.sub.3, OR. sup. 14, fluorine, chlorine, iodine, NO. sub. 2, CF.sub.3, 
NHCOCH. sub. 3, NHCOOtBu, NHR.sup.15, NR. sup. 16 R. sup. 17 and phenyl, for 
use as immunosuppressive agents to prevent or significantly reduce 

graft , 

rejection in organ and bone marrow transplantation are described. The 
novel compounds can also be used as an immunosuppressant drug for 
T-lymphocyte mediated autoimmune diseases, such as diabetes, and may be 
useful in alleviating psoriasis and contact dermatitis. Additionally, 
the novel compounds can be used for antiprolif eration and gene therapy. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 1998:39559 US PAT FULL 

TITLE : Aromatic compounds for inhibiting immune response 

INVENTOR (S): Ocain, Timothy D., Framingham, MA, United States 

Gao, Huai, Groton, MA, United States 
Krieger, Jeffrey I., Newton, MA, United States 
Sampo, Theresa M. , Boston, MA, United States 
Procept, Incorporated, Cambridge, MA, United States 
(U.S. corporation) 



PATENT ASSIGNEE (S) 



PATENT INFORMATION: 
APPLICATION INFO.: 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



NUMBER 



DATE 



US 5739169 

US 1996-656468 

Utility 

Shah, Mukund J. 
Kifle, Bruck 
Hamilton, Brook, 
5 
1 

670 



19980414 
19960531 



(8) 



Smith and Reynolds, P.C. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



Page 8 



L5 
TI 
AB 



ANSWER 11 OF 25 US PAT FULL 

Biologically ao^kve acylated amino acid derivat^^ 
The present in^^tion relates to novel compound^Phi 



ich possess a broad 
range of useful^biological activities. These compounds can maintain, 
increase, or restore sensitivity of cells to therapeutic or 
prophylactic 

agents. They can also suppress, modify, or significantly reduce an 
immune response, including an autoimmune response in a mammal. This 
invention also relates to pharmaceutical compositions comprising these 
compounds. The compounds and pharmaceutical compositions of this 
invention are particularly well-suited for treatment of multi-drug 
resistant cells, for prevention of the development of multi-drug 
resistance, for use in multi-drug resistant cancer therapy, and for 
prevention or treatment of graft rejection and various autoimmune 
diseases . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT, 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



1998:22219 US PAT FULL 

Biologically active acylated amino acid derivatives 
Armistead, David M. , Maynard, MA, United States 
Harding, Matthew W., Acton, MA, United States 
Saunders, Jeffrey 0., Acton, MA, United States 
Boger, Joshua S., Concord, MA, United States 
Vertex Pharmaceuticals Incorporated, Cambridge, MA, 
United States (U.S. corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE; 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 5723459 19980303 

US 1995-377315 19950124 (8) 

Continuation-in-part of Ser. No. US 1994-217982, filed 
on 25 Mar 1994, now patented, Pat. No. US 5620971 And 
Ser. No. US 1992-881152, filed on 11 May 1992, now 
abandoned which is a continuation-in-part of Ser. No. 
US 1991-697785, filed on 9 May 1991, now abandoned , 
said Ser. No. US -217982 which is a 

continuation-in-part of Ser. No. US 1993-127814, filed 
on 28 Sep 1993, now abandoned which is a 



continuation-in-part of Ser. No. 
on 28 Sep 1992, now abandoned 
Utility 

Grumbling, Matthew V. 

Fish & Neave; Haley, Jr., James 

28 

1 

3231 



US 1992-952299, filed 



Marks, Andrew S, 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L5 ANSWER 12 OF 25 US PAT FULL 

TI Method for inhibiting immune response 

AB Use of ruthenium complexes as immunosuppressive agents to prevent or 
significantly reduce graft rejection in organ and bone marrow 
transplantation is described. The ruthenium complexes can also be used 
as immunosuppressant drugs for T-lymphocyte mediated autoimmune 
diseases, such as diabetes, and may be useful in alleviating psoriasis 
and contact dermatitis. The ruthenium complexes can also be used 
therapeutically in the treatment of hyperprolif erative vascular 

disease . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 1998:4621 US PAT FULL 

TITLE : Method for inhibiting immune response 

INVENTOR(S): Bastos, Cecilia M. , Marlborough, MA, United States 

Ocain, Timothy D., Framingham, MA, United States 
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PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO.: 

DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE; 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



Procept, Inc. 
^corporation) 

NUMBER 



Cambridge, MA, United States (U.S. 



DATE 



US 5708022 19980113 

US 1995-482308 19950607 (8) 

Continuation-in-part of Ser. No. US 1994-331204, filed 

on 28 Oct 1994, now abandoned 

Utility 

Criares, Theodore J. 

Hamilton, Brook, Smith & Reynolds, P.C. 

28 

1 

771 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L5 ANSWER 13 OF 25 US PAT FULL 

TI Use of lef lunomide to prevent or control xenograft rejection 

AB The present invention relates to methods of controlling or reversing 

chronic rejection of allografts in a transplantation patient by 
administering leflunomide product alone, or in combination with one or 
more immunosuppressive agents selected from the group consisting of 
Cyclosporine A, FK506, rapamycin and corticosteroids. The 
invention also relates to methods of preventing or controlling acute 

chronic rejection of xenografts in a transplantation patient by 
administering leflunomide product alone, or in combination with one or 
more immunosuppressive agents selected from the group consisting of 
Cyclosporine A, FK506, rapamycin and corticosteroids. 
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TI Immunosuppressive compounds 

AB This invention relates to a novel class of immunosuppressive compounds 

having an affinity for the FK-506 binding protein (FKBP) . Once bound to 
this protein, the immunosuppressive compounds inhibit the prolyl 
peptidyl cis-trans isomerase (rotamase) activity of the FKBP and 

inhibit 

T cell activation. As such, the compounds of this invention can be used 
as immunosuppressive drugs to prevent or significantly reduce graft 
rejection in bone marrow and organ transplantations and for use in the 
treatment of a wide variety of autoimmune diseases in humans and other 
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mammals . 
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TI Use of leflunomide to control and reverse chronic allograft rejection 

AB The present invention . relates to methods of controlling or reversing 

chronic rejection of allografts in a transplantation patient by 
administering leflunomide product alone, or in combination with one or 
more immunosuppressive agents selected from the group consisting of 
Cyclosporine A, FK506, rapamycin and corticosteroids. The 
invention also relates to methods of preventing or controlling acute 

chronic rejection of xenografts in a transplantation patient by 
administering leflunomide product alone, or in combination with one or 
more immunosuppressive agents selected from the group consisting of 
Cyclosporine A, FK506, rapamycin and corticosteroids. 
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Immunosuppressive compounds 

This invention relates to a novel class of immunosuppressive compounds 
having an affinity for the FK-506 binding protein (FKBP) . Once bound to 
this protein, the immunosuppressive compounds inhibit the prolyl 
peptidyl cis-trans isomerase (rotamase) activity of the FKBP and 

inhibit 

T cell activation. As such, the compounds of this invention can be used 
as immunosuppressive drugs to prevent or significantly reduce graft 
rejection in bone marrow and organ transplantations and for use in the 
treatment of a wide variety of autoimmune diseases in humans and other 
mammals . 
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Method for treating a LFA-l-mediated disorder 

A method is provided for administering to a mammal suffering 

from, or at risk for, a LFA-l-mediated disorder an initial dosing of a 

therapeutically effective amount of LFA-1 antagonist, followed by a 

subsequent intermittent dosing of a therapeutically effective amount of 

LFA-1 antagonist that is less than 100%, calculated on a daily basis, 

the initial dosing of antagonist. 
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TI Biologically active acylated amino acid derivatives 

AB The present invention relates to novel compounds which possess a broad 

range of useful biological activities. These compounds can maintain, 
increase, or restore sensitivity of cells to therapeutic or 

prophylactic 

agents. They can also suppress, modify, or significantly reduce an 
immune response, including an autoimmune response in a mammal. This 
invention also relates to pharmaceutical compositions comprising these 
compounds. The compounds and pharmaceutical compositions of this 
invention are particularly well-suited for treatment of multi-drug 
resistant cells, for prevention of the development of multi-drug 
resistance, for use in multi-drug resistant cancer therapy, and for 
prevention or treatment of graft rejection and various autoimmune 
diseases . 
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Methods for indj^.ng site-specific immunosuppres 



skin 



^pn and compositions 



^p.ng site-speciric immunosuppres^^)] 

site specific immunosuppressants 

The present invention provides methods and formulations for 
site-specif ic . immune suppression of immune/ inflammatory responses with 
localized or topical application of immunosuppressants including 
cyclosporines, rapamycins (RPM) , or combinations of immunosuppressants 
and anti-inflammatory compounds. Methods for the use of said 
formulations to effect site-specific immune suppression of local 
inflammatory/ immune responses in mammalian tissue and for treatment of 
autoimmune, T-cell mediated immune disease, inflammatory conditions, 
inhibition of contact hypersensitivity, and for producing prolonged 

allograft survival, and wound healing are presented. In addition, 
methods for use of said formulations — in tandem with systemic 
applications of immunosuppressant such as cyclosporine or without 
same — are presented. The present invention also relates to alternative 
formulations and delivery systems for the efficacious treatment of the 
aforementioned conditions. 
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TI Immunosuppressive compounds 

AB This invention relates to a novel class of immunosuppressive compounds 

having an affinity for the FK-506 binding protein (FKBP) . Once bound to 
this protein, the immunosuppressive compounds inhibit the prolyl 
peptidyl cis-trans isomerase (rotamase) activity of the FKBP and 

inhibit 

T cell activation. As such, the compounds of this invention can be used 
as immunosuppressive drugs to prevent or significantly reduce graft 
rejection in bone marrow and organ transplantations and for use in the 
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TI Detection of immunosuppressants 

AB A method of evaluating the immunosuppressive activity of a 

compound including contacting the compound with calcineurin and 
determining the ability of the compound to bind to the calcineurin. 
ability to bind to the calcineurin is positively correlated to the 
immunosuppressive activity of the compound. 
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TI Immunosuppressive compounds 

AB This invention relates to a novel class of immunosuppressive compounds 

having an affinity for the FK-506 binding protein (FKBP) . Once bound to 
this protein, the immunosuppressive compounds inhibit the prolyl 
peptidyl cis- trans isomerase (rotamass) activity of the FKBP and 

inhibit 

T cell activation. As such, the compounds of this invention can be used 
as immunosuppressive drugs to prevent or significantly reduce graft 
rejection in bone marrow and organ transplantations and for use in the 
treatment of a wide variety of autoimmune diseases in humans and other 
mammals . 
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TI Use of ruthenium red as immunosuppressive agents 

AB This invention relates to the use of Ruthenium Red as an 

immunosuppressive agent to prevent or significantly reduce graft 
rejection in organ and bone marrow transplantation. Ruthenium Red can 
also be used as an immunosuppressant drug for T lymphocyte mediated 
autoimmune diseases. Furthermore, Ruthenium Red may be useful in 
alleviating psoriasis. 
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TI Immunosuppressive compounds 

AB This invention relates to a novel class of immunosuppressive compounds 

having an affinity for the FK-506 binding protein (FKBP) . Once bound to 
this protein, the immunosuppressive compounds inhibit the prolyl 
peptidyl cis-trans isomerase (rotamase) activity of the FKBP and 

inhibit 

T cell activation. As such, the compounds of this invention can be used 
as immunosuppressive drugs to prevent or significantly reduce graft 
rejection in bone marrow and organ transplantations and for use in the 
treatment of a wide variety of autoimmune diseases in humans and other 
mammals . 
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L5 ANSWER 25 OF 25 SCISEARCH COPYRIGHT 2000 ISI (R) 

TI A tacrolimus-related immunosuppressant with biochemical properties 
distinct from those of tacrolimus 

AB Background. Tacrolimus (FK506) is an immunosuppressive 

drug 50-100 times more potent than cyclosporine (CsA) , the current 
mainstay of organ transplant rejection therapy. Despite being chemically 
unrelated, CsA and tacrolimus exert their immunosuppressive effects 
through the inhibition of calcineurin (CaN) , a critical signaling 

molecule 

during T-lymphocyte activation. Although numerous clinical studies have 
proven the therapeutic efficacy of drugs within this class, tacrolimus 



and 



CsA also have a strikingly similar profile of unwanted side effects. 

Method. Our objective has been to identify a less toxic 
immunosuppressant through the modification of ascomycin (FK520) . 
Quantitative in vitro immunosuppression and toxicity assays have 
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demonstrated (see the accompanying article, p. 18) that we achieved our 
goal with L-732,^31 (indolyl-ascomycin; indolyl-M^) , a 
32-0- (l-hydroxye^^lindol-5-yl) ascomycin derivat^B with an improved 
therapeutic indei^^elative to tacrolimus. 

Results. We report that the attributes of indolyl-ASC may result from 
its distinctive biochemical properties. Ttl contrast to tacrolimus, 
indolyl-ASC binds poorly to FK506 binding protein 12 ( FKBP12 ) , the major 
cytosolic receptor for tacrolimus and related compounds. However, the 
stability of the interaction between the FKBP12-indolyl-ASC complex and 
CaN is much greater than that of the FKBP12-tacrolimus complex, These 
distinguishing properties of indolyl-ASC result in the potent inhibition 
of CaN within T lymphocytes but may lower the accumulation of the drug at 
sites of toxicity. 

Conclusions. Indolyl-ASC may define those properties needed to 

increase 

the therapeutic efficacy of a macrolactam immunoregulant for treating 

both 

human autoimmune disease and organ transplant 
rejection. 
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AN 1999-313169 [26] WPIDS 

AB WO 9922729 A UPAB: 19990707 

NOVELTY - Composition for (i) reversing an on-going adverse immune 
response, (ii) disrupting mitochondrial function or (iii) disrupting 
nitric oxide synthesis contains a proteasome inhibitor 
(I) . 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 
method of screening for (I) by treating a mammalian cell lysate that 
contains proteasomes with a labeled peptide substrate; treating the 
mixture with a test compound and measuring the amount of label released 
from the substrate, in presence and absence of test compound. Absence, or 
reduction in the amount, of released label shows the test compound to be 
an inhibitor. 

ACTIVITY - Immunosuppressant; anticancer; anti-inflammatory. 

MECHANISM OF ACTION - (I) (i) reduces activation of T cells; (ii) 
disrupts mitochondrial function by blocking electron transport and/or 
inducing cytochrome C leakage from the mitochondria, resulting in caspase 
activation and apoptosis; (iii) inhibits nitric oxide synthase. The 
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proteasome is essential for (i) progression of T cells from the GO to SI 
phases; (ii) foj^electron transport in mitochondria; (iii) for 
upregulation o^Bnterleukin-lreceptor alpha ; for function of 

cyclin-dependenr kinase (CDK) 2 but not CDK4; (^rfor degradation of 
cyclin E but not cyclin A. 

USE - (I) is used (a) to treat autoimmune disease 
and graft rejection, administered after activation of T cells: (b) to 
treat diseases associated with high mitochondrial activity, especially 
cancer, inflammation/ adverse immune reactions and hyperthyroidism and 

to treat conditions associated with expression of nitric oxide synthase, 
particularly inflammation and septic shock. 

ADVANTAGE - (I) induce apoptosis in activated (leukemic or antigen 
specific), but not resting, T cells. The effect of (I) is rapid and 
reversible. T cells, either resting or stimulated 40 hr earlier with 
phytohemagglutinin, were cultured in presence of 10 micro M 
lactocystin, and after a further 24 hr analyzed for viability by 
trypan blue exclusion. Viability for the stimulated cells was only 46% of 
that for untreated controls, but for treated, resting cells viability was 
87% of that for the controls. 
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TI The use of proteasome inhibitors for treating cancer, inflammation, 

autoimmune dise^ge, graft rejection and septic sj^ck, 

and screening ]^Bhod 
AB The present invention relates to compns . comprismg proteasome 
inhibitors, 

such as lactocystin and analogs thereof. These compns. are used 
for the following purposes: (1) to disrupt mitochondrial function (useful 
against cancer, inflammation, adverse immune reaction and 
hyperthyroidism), (2) to disrupt nitric oxide synthesis (useful against 
inflammation and septic shock), and (3) to reverse ongoing adverse immune 
reactions, such as autoimmune diseases and graft rejection. In the 
latter 

case, the compns. are administered once the patient's T cells are mostly 
activated. Proteasome inhibitors can also be combined with 
immunosuppressive drugs, e.g. rapamycin, cyclosporin A, and FK506. 
Finally, a method for screening a compd. having a proteasome inhibition 
activity is also disclosed and claimed. 
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TI The use of proteasorne inhibitors for treating cancer, inf lamination, 
autoimmune disease, graft rejection and septic shock, and screening 
method 

AB The present invention relates to compns. comprising proteasorne 
inhibitors, 

such as lactocystin and analogs thereof. These compns. are used 
for the following purposes: (1) to disrupt mitochondrial function (useful 
against cancer, inflammation, adverse immune reaction and 
hyperthyroidism), (2) to disrupt nitric oxide synthesis (useful against 
inflammation and septic shock), and (3) to reverse ongoing adverse immune 
reactions, such as autoimmune diseases and graft rejection. In the 
latter 

case, the compns, are administered once the patient's T cells are mostly 
activated. Proteasorne inhibitors can also be combined with 
immunosuppressive drugs, e.g. rapamycin, cyclosporin A, and 
FK50 6. Finally, a method for screening a compd. having a proteasorne 
inhibition activity is also disclosed and claimed. 
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